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PCX 

REQUEST 



The undersigned requests that the present. . 

international application be processed Z H. 0^ 
according to die Patent Cooperation Treaty 

■ @ 



Incemational Appncatioi 



For receiving Office use onlvi 



Eg 0 0 / 0 3 8 4 8 



Jnieraational Filing Date 

^ 2 8 APR 2000 (2 8. 0^. 00 ) 



EUROPEAN PATENT OFFICE 



Naxne of receivin|^&lii^i.^'^?^^^^^ 



Box No. I TITLE OF INVENTION 



Applicant's or agent's file reference 

(if desired) (12 characters maximum) PU3650AVO 



Box No. II APPLICANT 



Chemical Compounds 



Name and address? (lf^amifymmefoUaYfedbyg^'enriame;Jbrak^^ 
designation. The addr^j nnvit if\clude postal code and name ofcoimny. The country of the address 
indicated in this Box is the applicant 's State (that is, country) oj rt\ idence if no State of residence is 
indicated below). 

Irlaxo Group Limited 

vilaxo Wellcome House 

Berkeley Avenue 

Greenford, Middlesex, UB6 ONN 

GB 



State (i.e. country) of narionality; 

GB 



n This person is also inventor. 



Telephone No. 020 8966 8000 



Facsimile No. 020 8966 8838 



Teleprinter No. 25456 



State (i,e. Qonntry) of residence: 



GB 



S?^^^^ LJ a ^^ ^^^^^^^ □ united Sntes M the Suu^ .d^cated m the 

tor ac purposes o£ Steles ihe United Sotcs of America ^ ofAmeriaonJy ^ Supplemenial Box 



Box No< III 



FURTHER APPLICANTS AND/OR URTHER) INVENTORS 



Name and address: (Famify name followed by given name; for a legal entity, fidl official 
designarioru addr^srmatindvde postal code and name of country. The co^ 
irtdicatedintlvs Box is the applicants State (that is. country) of re^Mence if no State'of residence is 
indicated helaw,) 

BTGHAM, Eric Cleveland 

Glaxo Wellcome Inc 

.Five Moore Drive 

, ;esearch Triangle Park 

North Carolina 27709 

US 



State (i.e. country) of nationality; 

US 



This person is: 

rn applicant only 

applicant and inventor 



Kl 

I — I 
LJ 



inventor only (Ifths check-box 
is marked do not fill in below.) 



State (Le. country) of residence 



US 



Sl^ZS'"^' ^ alldesiemued \J all :csigiK^ Star« accept \^ rhe Unit«i Stai« \ \ ^eStaicsindicat«iin ' 

~ '^^Uni'c dStatcsofAineria. ^ of Amcricaonly the Supplemental Bo. 

[Xj Funhcr applicants and/or (further) inventors are indi cated on a continuation sheet. " ' 



jg"' AGENT OR CO MMON REPRESENTATIVE; OR ADDRESS FO R CORRESPONDENCE 

Ll^Y!°r '^^'^/'f'^'^^^^^lQ^ »s hereby/has been appoint "dro act on bchMf J^f 



of :hg applicanUs) before the competent Intematfonal A L^horitics 3^: 



Name and addre.«: (Fanuty name foUowed by giwn name: JbTIT^^^^ 

designation The address must include postal code an J name of coi^O 

LEARO YD, Stephanie A 
Glaxo Wellcome pic 

Glaxo Wellcome House, Berkeley Avenu*. 
Greenford, Middlesex 
UB6 ONN 
GB 



agent 



common represeniarivd 



□ 



Telephone No.: 

020 8966 8000 

Facsimile No.: 

020 8966 8838 

Teleprinter No.: 

25456 



Mark this check-box where no agcni or comm;^n representative ir" ~ " 

indicate a sp ecial address to which correspond enct should be sen EXP7??JSSS LABEL 

' NO. EL2>^^;94321CUS 



above is used instead to 



Fomi Prr/RO/ini ^nrFi sheet) MuIv 19Qfi) 
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Continuation of Box No. Ill FURTHER APPLICANTS AND/OR (FURTHER) INVENTORS 



If none of the foUawing suMoxer is used, this sheet is not to be included in tite requesL 



Name and address: {Fami{ynffme/olIo\i^by0vennanic:foralegaJenti^^ 
The address rmist include postal code andnam& ofccurmy. The coimayoftlreaddrea indicated in this 
Baxisiha appiicant's State (tfuU is, couniry) of residence ifnoState of residence is indicated below.) 

BISHOP, Michael Joseph 
Glaxo Wellcome Inc 
Five Moore Drive 
Research Triangle Park 
North CaroHna 27709 

US • - 

State (i.e. country) of residence; 



This person is: 



□ 



applicant only 

appHcant and inventor 
inventor only (!f //w check-box 
is marked, do not fill in beloMfJ 



State fie. country) of nationality: 

us 



This person is applicant 
forihts purposes of; 



us 



□ 



all designated 
Stales 



□ 



all designaied Stales ocoept 
the United Soles of America 



the United States 
of America only 



□ (he States indicaied in 
the Supplcmcnital Box 



Name and address: (Family name followed by given name; for a legal entity, Jidl official designation 
Vie address must include postal code and name of cmtniry. The covrttry of the address indicated in this 
Box is (he applicant s Scare (that is, country) of residence if no State of residence is indicated below) 

J)REWRY, David Harold 
Glaxo Wellcome Inc 

Five Moore Drive 
Research Triangle Park 
North Carolina 27709 

US 



This person is: 



□ 
El 

I inventor only (if this check-box 
is marked, do not fill in Iselaw.) 



applicant only 
applicant and inventor 



State (i.e. country) of nationality : 

US 



State (i.e. country) of residence: 



US 



11)15 peison is applicant 
forthe purposes of: 



□ 



all dcsignalod 
States 



□ 



all licsignaxod States except 
the United States of America 



the United Stares 
of America only 



□ 



the Sixuss indicated in 
the Supplemental Box 



N amc and address : (Family name followed by given name: for a legal entity, fidl official designation. 
The address must include postal code and name of cottntry. The country of the address Indicated in this 
Box is the applicant 's State (that is, cmmoy) of residence if nc State of residence is indicated below.) 

GARRISON, Deanna Trojan 
Glaxo Wellcome Inc 
Five Moore Drive 
Research Triangle Park 
x^orth Carolina 27709 

US 



This person is: 

|~| applicant only 

1^ applicant and inventor 

I I inventor only (If this check-box 
is markedt do not fill in below,) 



State (i.e. country) of nationality: 

us 



State (i.e. country) of residence: 



US 



This person is applicant 
for the purposes of: 



□ 



ail dcsignatcJ 
States 



□ 



af i designaied Staies except 
iht United States of America 



the United Slates 
of America only 



□ 



the States indicaiod in 
the Supplemental Box 



Name and address: (Family name follo\yed by gixen name . fc - a legal entity, fitU official designation 
Tin address must include postal code and name of coiomy. Tfje country of the address indicated in this 
Bar is the applicarit s State (tltat is, counoy) of residence if no State of residence is indicated below) 

HODSON, Stephen Joseph 
Glaxo Wellcome Inc 
Five Moore Drive 
Research Triangle Park 
North Carolina 27709 

US 



State (i.e. country) of nationality: 

us 



This person is: 



applicant only 

^ applicant and inventor 

inventor only (If this check-box 
is marked, do not fill in below.) 



Slate (i.e. cottniryj of residence: 



US 



This person is applicant 
for the purposes of: 



□ 



ail designated 
States 



□ 



all 'jf/:ignaied Stales except 
the > Jnited Stales of America 



the United States 
of America only 



□ 



the States indicated in 
the Supplemental Box 



n 



further applicants and/or (further) Inventors arc indicated on a continuation sheet. 
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Continuation of Box No, III FURTHER APPLICANTS AND/OR (FURTHER) INVENTORS 


If none of (he foitowing sub-bo^ *^ is used, this sheet is not to be included in the request. \», 


Name and address: (Famiiy nams followed by gnfcn name: fcr a legal cnniy.JUl ojtdal designarion, 
Tlie QiMress must mclnde postal code and name of counsry. The courary of the address indicated in this 
Box is the applicant 's State (that is, country) of residence if no State cf residence is indicated below.) 

NAVAS m, Frank 
Glaxo Wellcome Inc 
Five Moore Drive 
Research Triangle Park 
North Carolina 27709 
US 


Thi 

C 

s 
c 


s pcison Is; 

applicant only 

applicant and inventor 

inventor only (If this check-box 
is marked, do not fill in below,) 


SULie (i.e. country) of nationality ; 

US 


State (i.e. country) of residence: 

US 


This pcreon is applicant p-i all designazed i — i all designaKd Stales occcpt the Uniied Slates i — j the Stales indicated in 
for the purposes of: 1— I Stales I — 1 u- e United States of America of America only 1 — ' the Supplornental Box 


Name and address : (Family name: followed by given name;]', r a legal entity, fidl official designation 
The address must inclitde pcstal code and name of country, y Vic country of rhe address indicated in tltis 
. Box is the applicant *s State (that is, country) of rtsiderKe if no State of residence is indicated below.) 

; ;PEAKE, Jason D. 
Glaxo Wellcome Inc 
Five Moore Drive 
Research Triangle Park 
North Carolina 27709 
US 


Thi 

C 

c 


s person is: 

applicant only 

applicant and inventor 

inventor only (If this check-box 
is marked, do not fill in below,) 


State (La. country) of nationality: 

US 


State (i.e. country) of residence: 

US 


This person is applicant i — i all designaied i — « aii ^ir^bignatcd Stales except rr^ the Uniied Stales ] — i the Smies indicated in 
forihcpuiposesof: I— 1 States 1 — 1 thi United Stares of America 1^ ofAmericaonly l—J the Supplemental Box 


Name and address: (Famffy name followed by given name: for a legal entity, fidl official designation. 
The address must include postal code and name of country. Tht ':auntry of the address indicated in this 
Box is the cpplicant 's State (that is, country) of residence if no M tie of residence is indicated below.) 

- 


This person is: 

1 1 applicant only 

1771 applicant and inventor 

inventor only (If this check-box 
is marked, do not fill in below,) 


State (i.e. country) of nationality: 


State (Ue. country) of residence: 


This pcison is applicant i — j ail designared i — i all designated Stales except r — i ihe United Stales i — j the Siaies indicated in 
forihcpuiposesof: ' — 1 States 1 — 1 iIk United States of America 1 — 1 ofAmericaonly 1— 1 the Supplemeniel Box 


Name and address: (Family name followed by given name:Jy a legal entity, fall official designarion. 
TJie address must include postal code and name of country. The country of the address indicaied in this 
Box is the applicant s State (that is. coimtry) of residence ifno Slate of naidervce is indicated below.) 


Thi, 

□ 
□ 


5 person is: 

applicant only 

applicant and inventor 

inventor only (If this check-bo,r 
is marked, do not fill in below.) 


Scale (i.e. country) of nationality: 


State (i,€, country) of residence: 


This person is applicant i — i all designated r— i all disignaicd States except i— i tlie Uniied Stales t — i the States indicated in 
forihepuiposesof: LJ Stales I — 1 the United Stales of America i — 1 ofAmericaonly * — ' Uie Supplemental Box 


1 1 Further applicants and/or (funhcr) inventors are indicated on a continuation sheet. 
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Box No. V 



"designation of states 



The following designaiionsarcj^ ^ ^w^''^ applicable check^boxes: at least om must be marked): 

Re»onal Patent l^i <i;ta.RA LEON^* T-fc UWiTEi) /LEP^^^^^ T^aZ-^Aa/i'/A ^ 

0 AP IwPO ^tenU ^StaL^ G^^ ^ KcnyM^S Lesotho. MW Malawi. SD Sudan. SZ Swazil;md, UC 
Ueanda. ZW Zimbabwe, and any other State which is ft Contracting Staie of Ac Harare Protocol and of the PCT 
B EA Eurasian Patent: AM Armenia, A2 Azerbaijan, BY Belarus. KG Kyrgyzstlin. KZ Kazakstan, MD Republic of 

Moldova, RU Russian Federation. TJ Tajikistan, TM Turkmenistan, and any other State which is a Contractmg State 
of the Eurasian Patent Convention and of the PCT 
EI EP European Patent: AT Austria, BE Belgium. CH and LI Switzerland and Liechtenstein, CY Cyprus. DE Germany. 

DK Denmark, ES Spain, FI Finland, FR France, GB United Kingdom. OR Greece, IE Ireland, IT Italy. LU Luxembourg, 
MC Monaco, NL Netherlands, PT Portugal. SE Sweden, and any other Siate which is a Conu^cting State of the European 
Paient Conveniion and of the PCT 
Q OA OAPI Patent; BF Burkina Faso. BJ Benin, CF Central African Republic, CG Congo. 01 Cote d Ivoire, CM Cameroon, 
GA Gabon. GN Guinea, GW Guinea Bissau. ML Mali. MR Mauritania, NE Niger. SN Senegal, TD Chad, TG Togo, and 
any other State which is a member State of OAPI and a Contracting State of the PCT (if other kind of protection or 

treatment desired, specify on dotted tine) , * 

National Patent (if other kind of protection or treatmerl desired, specify on dotted line): 



AE 
AL 
AM 
AT 



■^3 AU 
. J AZ 
0 BA 
0 BB 
0 BG 
0 BR 
B BY 
0 CA 



0 CU 
0 CZ 
0 DE 
0 DK 
0 EE 
0 ES 
0 FI 
0 GB 
0 GD 
0 GE 
0 GH 
GM 
HR 
HU 
ID 
IL 
IN 
IS 
0 JF 
0 KE 
0 KG 
0 KP 



United Arab Emirales 

Albania 

Armenia. 

Austria 

Australia. 

Azerbaijan 

Bosnia and Herzegovina 

Barbados 

Bulgaria 

Brazil 

Belarus 

Canada 

0 CH and LI Switzerland and Liechtenstein 

0 CN China 

Cuba 

Czech Republic 

Germany 

Denmark — 

Estonia. 

Spain 

Finland 

United Kingdom 
Grenada 

Georgia- 

Ghana. *•> 

Gambia 

Croatia 

Hungary 

Indonesia 

Israel 

India , 

Iceland 

Japan 

Kenya 

Kyrgyzsian 

Democratic People's Republic of Korea,. 



0 

0 
0 
0 
0 
0 



KR 
KZ 



Republic of KorejL.. 
Kazaksian 



0 LC 
0 LK 



Saint Lucia 
Sri Lanka 



0 LR Liberia 

0 LS Lesotho 

0 LT Lithuania 

0 LU Luxembourg 

B LV Latvia 

0 MD Republic of Moldova 

0 MC Madagascar 

0 MK The former Yugoslav Republic of Macedonia 

0 MN Mongolia 

0 MW Malawi 

0 MX Mexico 

□ NO Norway 

0 NZ New Zealand 

0 PL Poland 

0 PT Portugal 

0 RO Romania 

0 RU Russian Federation 

0 SD Sudan 

0 SC Sweden 

0 SG Singapore 

0 SI Slovenia 

0 SK Slovakia 

0 SL Sierra Lconc 

0 TJ Tajikistan 

Q TM Turkmenistan - 

0 TR Turkey... 

0 TT Trinidad and Tobago 

0 UA Ukraine 

0 UG Uganda 

0 US United States of America. 

0 UZ Uzbekistan 

0 VN Viet Nam 

0 YU Yugoslavia 

0 ZA South Africa 

0 ZW Zimbabwe 

Chcck»boxes reserved for designating States which have become 

party to the PCT after issuance of this sheet. 

0 AG Antigua & Barbuda 

0 CR Cosia Rica 

0 DM Dominica 

0 DZ Algeria 

0 MA Morocco.:..... 

0 TZ Tanzania 



Precautionary Designation Statement: In addition to the designations made above, the applicant also makes under Rule 4.9(b) 
all other designations which would be permitted under the PCT except any de5ignation(s) indicated in the Supplemental Box as 
being excluded from the scope of this statement. The applicant declares that those additional designations are subject to 
confirmation and that any designation which is not coafirri^ed before the expiration of 15 months from the priority date is lO be 
regarded as withdrawn by the applic^^nc at the expiration »>f that time limit. (Cmi/inMotian n/a dcAignmicn ciymLux o/thi^ 

xpecifylnfi ihot if<:.si):tfafmn atutthc payment nffhe iksffPfottnn am/ cOftOti'toifAir fifCS, OtnflnnuUnn mux* Koeh the rveeiv/njs OJficc nithitf the /S-fiianih flute iimit) 



Form PCT/RO/IOI (second sheet)(July 1999) 



See Notes to the Request form 
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Box No. VI PRIORITY CLAIM 



Filing Date 
of Eariier Application 
fday/monfh/year) 



item(l) 

30 April 1999 
(30.04.99) 



item (2) 



item (3) 



Num ho- 
of earlier applicarion 



9910110.7 



national application: 
country 



Further priority claims are i ndicated in che Supplemental Bnv 
VVhere earlier applicaiidn is " 



GB 



regional application." 
regional Office 



intemacional application: 
receiving Office 



^ Jthe L ^ r " 'Tr'"* P'^P""" t ransmit to the Intern Jonal Bureau a cenified copy ' 
plrl^^^^^^^^ ^""'-^ '^t ^-sJiied^iiH ,He Office ^hS'^mT^^ 

w ^ mr^r/;<ir/o;,^/ application is the receiving 0#ce;idcntificd above « itemfsV 



Choice orincernationat Searching Authority (|Sa) 
.n/nto or more International SearOuns Authorities are 

'"^^nfonvycnit the interrtathnal search, indicate the 
-^^fj^b^cfiosen: the two-letter code may he used)' 



!^rr^r; '''T ""fc"^""^^ '^^^ '^^^^^ Of-- earlier 



Box. V(T! CHECK LIST; LANGUAGE O F FILING 



This international application contains 
the folJovving number of sheets: 
request 

description (excluding 
sequence listing pan) 
claims 
abstract 
drawings 

sequence listing part 
of description 
Total number of sheets 



63 
7 
1 



Figure of the drawings which 
should accompaiiy the abstmct: 



76 



Tli,sintern.iC,onai application is accompanied by the itcm(s) marked below " 

W *^*^'c"*awon sheet 
2. 5 ; larate signed power of attorney f 

copy of general power of attorney; reference number, if any 
statement explaining lack of signature 
priority documenl(s) idenuTied in Box No. vi as iiem(s): ( \ ') 
translation ofintcmational application into (language): ^ 
ma S ^'^''^^'^'^ concerning deposited microorganism or other biological 

nucleotide and/or amino acid sequence listing in computer readable form 
other {Specify): 



3. O 

4. □ 

6. D 

7. □ 



□ 
□ 



Language of filing of the 
international application; 



SiGNATukE of ArrLiCANT OR AGENT 



English 



not obvious Jrom reading the request). 



Stephanie A Learoyd 
Agent for the Applicants 



1 . Date of actual receipt of the purported 
inicmationaJ application 



Corrected date of actual rccciot due to later but 

^hTl'^I!f^'^''^ P^P^*"^ Of drawings completing 
the purported mtc mational application* 



Fr r receiving Office use only 

. 8 APR 2000 ( 2 a 0^. 00 



4. Date of timely receipt of the required 
con-ections under PPT Article II f 2)! 



International Searching AuchoriCv 
specified by the applicant: ' ISA/ 



Paic of receipt of the recorc 
■by the International Bur^ni. 



6. Transminalofsearch copy delayed 

until search fee is paid 



For International Bureau use only 



2. Drawings 
! 1 received: 
Q not nsccivcd: 



^orm PCT/RO/IOI (lasi sheet) (July 1998) 



See Notes to the request form 



] 
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INTERNATIONAL SEARCH REPORT rZT^ 



PCT/EP 00/03848 



IPcT^07Dl3fJ^%'6fK31/417 A61P43/00 C07D409/12 C07D403/12 
C07D401/12 C070405/12 C070413/12 C07D417/12 



& FIELDSSEARCKEO 



IPC 7 C070 A61K A61P 



BeotionieattatasaoanBuliedcltaindmo Inianvflonalwuveh^iBmaofcfatBbaMM. whew piaoBCttL wnmrh tmvm noma) 

CHEM ABS Data 



C. DOCUMEWra COHSn3£H£0 TO B£ RELEVANT 



Cal«oivy* 


CttB<iefl«ldaeunM(c.«iaiMmlii90, -^ir TimTniin-. ttf ttm nrlirrrirr pnmntrt 




A 


WALFRED S. SAARl ET AL. ; 

"alpha-Adrenergic activities of some 

substituted 2-{aininoethy1 )1inidazo11nes'' 

JOURNAL OF MEDICINAL CHEMISTRY- , 

vol. 26, no. 12, - 1983 pages 1769-1772, 

XP002147365 

AMERICAN CHEMICAL SOCIETY. WASHINGTON., US 

ISSN: 0022-2623 

cited in the application 

* complete document * 


1,19.20. 
22 


A 


US 3 754 002 A (RICHARD E. BROUN ) 
21 August 1973 (1973-08-21) 
* complete document * 


1,19,20, 
22 


A 


US 4 506 074 A (MERCK i CO.. INC.) 
19 March 1985 (1985-03 -?.9) 
column 1 -column 3 


1.19,20. 
22 



m 



RiRhardbeiinMntaamliAadinche eofmj«tlon of bar C. 



El 



Palont nunH/ membon em flsed in onnox. 



considBrad lo be of paiticular ralowanoM 

«aiiNrdocumaatbutpuMQh9donoraft«rm« iAtomadanal 

filing date 

V documont which may throw doubte on priorHy ctalm(a) or 
which m citad fio osiafaiiah ths puUbation data of ancHtwr 
cdaD'on or <xnar Bpactal roaaon <aA apadflad) 

*0* daoumam referring to an orai dactosum. uaa. mchAsitfcm 'm 
omer moana 

*p- dcxajmar* pubUahad pnor to fno <mAm«fton«l iBing data teit 
iator than me pnoray dae daiined 



tafardoeumompubliahod alter (ho IrKamtflDnal filing ^ob 
or prioriiy doiB and not in oonfSct with th» appficalian fattf 
caadtouiKlonttndihepnnBipleorfheory undBrtyiogtfto 
invontfon 

*X* doeunientafpsiilcuicrraiatf«nQe:thodalmad Irwenbon 
c«MMbecocttidai«dhov«iQrcahndtbdOQAAidared to 
nvo<vo ah iftvarciwe Aop whan the documont i« UKan alone 

nr* documarti o/ pertlajiar ml^vanca; cho dbtlmod thw^mion 

cannoc bo oonaJderedto involve an invontiw atap whan the 
doctanamia combined w«h one ormore other audidocu- 
mema. fluch eombinaition being obvfoua to poroon efdilad 
ffi Ooeit. 

'St' documencmomberorthoeamopetanttamUy 



Oaie oi (he accuai completion of the intemaionai eeaieh 

14 September 2000 


Dale of mailing of tho iniamadlonal eaareh repon 

10/10'/2000 


Nairo and maUiny addiwa at \m ISA 

Eiiropaan Pwom (Mob, 5B18 Pa(*ni]4.'j« 2 
NL-22fiOHVRri9wii( 
Tel. (4C1-70) 340-2040. Tx. 31 651 epo n . 
F«: M1-70> 340^16 


Authonzed office'' 

Van Bijlen, H 



NO. EL395943218US 



page 1 of 2 




INTERNATIONAL SEARCH REPORT 



PCT/EP 00/03848 



0001,111008 CON&iOeBCD TO 



EP 0 887 346 A (F, HOFFMANM-U ROCHE AG) 
30 December 1998 (1998-12-30) 
clalBS 1,17 



No. 



1,19,20, 
22 



11/ 10 01 



14:4 5 FAX 0208 975 6294 



.^B CORP IP 



^-^6/022 



INTERNATIONAL SEARCH REPORT 



Patent OMumem 
citQd in oaanit rapoR 



PubifUkm 



US 3754002 



21-0&-1973 



US 4506074 



19-03-1985 



EP 887346 



30-12-1998 



PCr/EP 00/03848 



NONE 



ZA 83082S9 A 



AU 
AU 
BR 
CA 
CN 
CZ 
HR 
HU 
OP 
JP 
NO 
NZ 
PL 
US 
ZA 



713068 B 
7310298 A 
9802201 
2240136 
1203228 
9801974 
980353 
9801357 A 
2977536 B 
11071353 
982884 
330506 
326959 
5952362 
9805266 



J, If II ri rfrial 



26-06-1985 



25-11^1999 

24- 12-1998 

25- 05-1999 
23-12-1998 
30-12-1998 

13- 01-1999 
30-04-1999 
28-09-1999 

15- 11-1999 

16- 03-1999 
28-12-1998 
28-10-1999 
04-01-1999 

14- 09-1999 
06-01-1999 



Form PCTVISA^lO ttatMn farr^ («VJiy 19921 
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INTERNATIONAL SEARCH REPORT 



im 3QffMf 4pftfleflUon No 

PCT/EP 00/03848 
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2- This RePORT consists of a total of 6 sheets, including this cover sheet 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
t>een amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT), 

These annexes consist of a total of sheets. 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT International application No. PCT/E POO/03848 



1. Basis of the report 

1 . This report has been dravym on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally fifed" and are not annexed to 
the report since they do not contain amendments (Rules 70. 16 and 70. 17).): 
Description, pages: 

1 -63 as originally filed 



Claims, No.: 

1 -29 as originally filed 



(^018/022 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international applicavion was filed, unless otherwise indicated under this item. 

These elements were available or fumisfied to this Authorrty in the following language: , which is: 

□ the language of a translation furnished for the purposes of the internaUonal search (under Rule 23.1 (b)). 

□ the language of publication of the tntemational application (under Rule 48.3(b)). 

□ the language of a translation fumisr^ed for the purposes of intemational preliminary examination (under Rule 
55.2 and/or 55.3). 

3, With regard to any nucleotide and/or ainino acid sequence disclosed In the intemational application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the intemational application In written form. 

f D filed together with the intemational application in computer readable form, 

□ furnished subsequently to this Authoiiiy in written form. 

□ furnished subsequently to this Authority in computer readable form. 

n The statement that the subsequently furnished written sequence listing does not go beyond the disclosure In 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is Identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 
Q the claims, Nos.: 
D the drawings, sheets: 

5, □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report,) 

6. Additional observations, if necessary: 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
ob>^ous), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
S claims Nos. 15-17. 

because: 

la the said international application, or the said claims Nos. 1 5-1 7 relate to the following subject matter which 
does not require an international preliminary examination {specif^-. 
see separate sheet 

□ the description, claims or drawings {indicate particular elements beloy/^ or said claims Nos. are so unclear 
that no meaningful opinion could be formed (spec/TV): 

□ the claims, or said claims Nos. are > Inadequately supported by the description that no meaningful opinion 

could be formed. 

!□ no international search report has been established for the said claims Nos, . 

- 2. A meaningful international preliminary examination report cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
instructions: 

□ the written form has not been furnished or does not comply with the standard. 

D the computer readable form has not been furnished or does not comply with the standard. 

V, Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-29 

No: Claims 

Inventive step (IS) Yes: Claims 1-29 

No: Claims 

Industrial applicability (lA) Yes: Claims 1-14,18-29 



Form PCT/iPEA/409 (Boxes l-Vlll, Sheet 2) (July 1998) 



11/10 01 14:46 FAX 0208 975 6294 



SB CORP IP 



1^020/022 




INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT7EP00/O3848 



No: 



Gfaims 



2. Citations and explanations 
see separate sheet 



VIL Certain defects in the international appficatton 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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AD SECTION HI: 

1 . For the assessment of the present claims 1 5-1 7 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, 
for example, does not recognize as industrially applicable the subject-matter of 
claims to the use of a compound In medical treatment, but may allow, however, 
claims to a known compound for first use in medical treatment and the use of such 
a compound for the manufacture of a medicament for a new medical treatment. 
Claims 15-17 relate to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be 
formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(a)(i) PCT). 

AD SECTION V; 

1 . The following documents cited in the International Search Report were 
considered; 

D1 : WALFRED S. SAARI ET AL.: "alpha-Adrenergic activities of some substituted 
2-(aminoethyl)imidazolines' JOURNAL OF MEDICINAL CHEMISTRY., vol. 
26, no. 12, - 1983 pages 1769-1772. cited in the application 

D2: US 3 754 002 A (RICHARD E. BROWN), cited in the application 

D3: US 4 506 074 A (MERCK & CO., INC.) 

D4: EP 0 887 346 A (F. HOPFMANN-LA ROCHE AG), cited in the application. 

2. Having regard to this prior art the subject-matter claimed appears to be novel, the 
compounds disclosed in D1 differ from the present compounds on account of the 
meaning for X. the compounds disclosed in D2 differ on account of the COOR- 
group, the compounds of D3 are pyridyl derivatives and the compounds disclosed 
in D4 differ in the meanings for A and Y. 

Thus the subject-matter according to claims 1-29 appears to meet the 
rGquirements of Article 33(2) PCT. 

3. Closest prior art comprises the compounds disclosed in D1 to D4. Dl describes 
the profiles of monoaryl derivatives, these being either alpha-1/alpha-2-agonists 
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or mixed alpha-1-agonists/alpha-2-antagonists, D2 discloses compounds which 
stimulate the alpha-adrenergic nervous system of mammals and can therefore be 
used to increase blood pressure, the compounds of D3 possess alpha-2- 
antagonistic/alpha-1 -agonistic properties being useful as antidepressants and 
nasal decongestants and D4 disloses compound having alpha- 1A-agonistic 
activities* which possess similar activities as the present compounds. 
The problem to be solved was to provide certain compounds which are alpha-1 A 
agonists, which can be used In the treatment of urinary incontinence, nasal 
congestion, priapism, depression, anxiety, dementia, senility, Alzheimer's, 
deficiencies in attentiveness and cognition and eating disorders. 
Having regard to the prior art mentioned above it is considered that this problem 
has been solved by the compounds of the present application in an inventive 
manner, since the skilled person could not have expected that the present phenyl- 
aminoalkyl-2-lmida2oline derivatives would show this activity as demonstrated by 
the Applicant on pages 62/63 of the description. 

Thus the subject-matter according to claims 1-29 appears to meet the 
requirements of Article 33(3) PCT. 

4- No objections with regard to Article 33(4) PCT arise for claims 1-14 and 18-29, 
however see Section 111 above. 

AD SECTION Vil: 

1. The units "psi" employed on page 10, 17, 18 and 38 are not additionally ex- 
pressed in terms of the units stipulated by Rule 10.1(a) PCT. 
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